1. Introduction {#sec1-molecules-25-02769}
===============

Over the last few decades there has been a great effort towards the development of label-free optical biosensors. These essential analytical tools offer real-time analysis, detection of chemical and biological species with high sensitivity and selectivity. The tremendous advances in these biosensors will have a major impact on our health care. Among these technologies used to analyze the bio-specific interactions, surface plasmon resonance (SPR) biosensors today belong to the most advanced \[[@B1-molecules-25-02769]\]. It has proven effective in medical diagnostics \[[@B2-molecules-25-02769],[@B3-molecules-25-02769]\], food quality tests \[[@B4-molecules-25-02769]\], detection of heavy metal ions \[[@B5-molecules-25-02769]\], and others with respect to environmental protection.

Comparing to the conventional diagnostic tools, SPR biosensors have multiple advantages such as easy preparation, no requirement of labeling, real-time detection capability, cost- effectiveness, and high specificity and sensitivity. However, for the label-free detection of low concentrations of analytes with small molecular weight its sensitivity is not enough. Therefore, considerable efforts have been invested to overcome these challenges and improve the sensitivity of the SPR biosensor with keeping all its advantages. Nanomaterials are promising candidates and have demonstrated their appropriateness in the biosensing field. All nanomaterials have a general feature, which is the high specific surface. This enables the immobilization of an enhanced amount of bioreceptor units. Using the functional nanomaterials significantly enhanced the sensors performances, increased the sensitivity and selectivity of the sensing platform. The sensing performance is affected by synthetic procedure of the used nanomaterial, its shape and size. Additionally, the immobilization strategy used to functionalize the sensor chip is still challenge \[[@B6-molecules-25-02769]\]. The purpose of this concise review is to introduce SPR concepts, and simplify the mechanism of SPR based sensor from dip to real-time measurements, explain the important characteristics in SPR sensor performance, mention several clinically related analytes that have been detected using SPR biosensors efficiently. Additionally, this mini review will explain the critical role of dopamine (DA) in human body and the potential of nanomaterials based SPR biosensors to detect it with mentioning its advantages and disadvantages.

2. SPR Phenomena {#sec2-molecules-25-02769}
================

SPR is a quantum electromagnetic phenomenon that occurs when light interacts with free electrons at the interface between the metal and dielectric \[[@B7-molecules-25-02769],[@B8-molecules-25-02769]\]. This optical process happens when monochromatic and p-polarized light beam strikes the surface of metal (typically gold) as shown in [Figure 1](#molecules-25-02769-f001){ref-type="fig"}.

At a specific incidence angle when light satisfies resonance conditions and the frequency of the incident light matches the frequency of the surface plasmon wave, the light energy partially transfers to the electron packages on the metallic surface. After that, the observed reflected light shows a dip in the intensity as shown in [Figure 2](#molecules-25-02769-f002){ref-type="fig"}a. The electron coherent oscillations that were excited by exponentially decaying evanescent field of the incident light are called surface plasmons (SPs) and propagate parallel to the metallic surface. The angle at which the reflected light shows the maximum loss of intensity is called resonance angle or SPR-dip \[[@B9-molecules-25-02769],[@B10-molecules-25-02769]\].

At the beginning of the twentieth century in 1902, the first observation of SPs was obtained by Wood, who reported anomalies in the diffraction spectrum of polychromatic light on a metallic diffraction grating \[[@B11-molecules-25-02769]\]. Then, the connection between these abnormal diffractions and the excitation of electromagnetic surface waves on the diffraction grating surface was proved by Fano \[[@B12-molecules-25-02769]\]. The clear explanation of this phenomenon was not complete until 1968, when Otto verified the concept experimentally and proved that in the attenuated total reflection (ATR) method, the excitation of SPs led to drop in the reflectivity \[[@B13-molecules-25-02769]\]. Before the end of the same year, Kretschmann and Raether made some modifications on the configuration of ATR method to observe the excitation of SPs \[[@B14-molecules-25-02769]\]. These important achievements done by Otto, Kretschmann, and Raether established an appropriate method to excite SPs and ushered in a promising future in modern optics. There are two categories of SPs, propagating SPs (PSPs), and localized SPs (LSPs). The excitation of SPs in the first category occurs on the metallic films. There are several approaches for this type of SPs such as the Kretschmann and Otto prism coupler, optical waveguides coupler, diffraction gratings, and optical fiber coupler. While the excitation of LSPs occurs on metallic nanoparticles \[[@B15-molecules-25-02769]\]. The most common approach used in triggering SPs is prism coupling, which is also known as the ATR mode \[[@B16-molecules-25-02769]\]. In Otto configuration, there is a certain distance separates the prism and the thin metallic film, the refractive index (RI) of this dielectric layer is small. The Kretschmann configuration is the easiest one. In this geometry, the prism is in contact with the metallic layer directly, and the wave vector component of SPs propagating along the interface is coupled with the wave vector of the incident photon. The practical performance of the sensor is confined to the resonance angle. The sensitivity of SPR sensors based on prisms is higher than that of SPR sensors based on grating couplers. Additionally, prism-based SPR sensors using wavelength interrogation provide the best resolution and a great deal of flexibility in terms of the analyte refractive index (RI) covered \[[@B17-molecules-25-02769]\]. So, it has become a highly efficient mechanism for optical sensing of several biological, chemical and environmental changes.

3. SPR Based Sensor {#sec3-molecules-25-02769}
===================

SPR is an excellent method to monitor changes occurring in the RI in the near vicinity of the metal surface. When the RI changes as a result of adsorption of molecules on the metal surface, the resonance spectral response of the SPR will change, and thus shifting angular or spectral position of the SPR dip will happen as shown in [Figure 2](#molecules-25-02769-f002){ref-type="fig"}b to reflect certain properties of the system and provide information on the kinetics of molecules adsorbed on the surface.

SPR sensors lack intrinsic selectivity, the change of the signal depends on all RI changes in the evanescent field. Changing the buffer composition or concentration leads to RI difference of the medium. Additionally, this depends on the medium temperature and the non-specific and specific adsorption of molecules on the SPR chips. The enhancement of the SPR biosensor needs modification of its surface with suitable ligands to capture the target compound (the analyte) and neglect other molecules available in the sample as shown in [Figure 3](#molecules-25-02769-f003){ref-type="fig"}. These ligands can be permanently or temporarily immobilized on the sensor surface. The analyte accumulation results in a RI change in the evanescent field detected. When the ligand captures the analyte, the measurable signal rises and this is called direct label free detection.

Following in time the resonance angle or wave length shift at which the dip is observed produces the sensogram ([Figure 4](#molecules-25-02769-f004){ref-type="fig"}), then the amount of adsorbed species after injection of the original baseline buffer can be determined, and a study of the kinetics of the biomolecular interaction can be done. The sensor surface should be conditioned with a suitable buffer solution to start each measurement. It is essential to have a stable base line first \[[@B18-molecules-25-02769]\]. After analyte injection, the association phase starts and the ligands on the surface of the sensor capture the target compounds. Upon injection of the baseline, the dissociation of target compounds and non-specifically binding molecules from the surface start. To break the specific binding between the analyte and ligands, regeneration solution should be injected. This step is vital in order to perform many tests using the same sensor surface.

4. The Important Characteristics in SPR Sensor Performance {#sec4-molecules-25-02769}
==========================================================

To evaluate the performance of the SPR sensor, there are several major characteristics that should be taken in consideration. The main performance indicators include the sensor sensitivity, resolution, accuracy, reproducibility, repeatability, and limit of detection (LOD) \[[@B19-molecules-25-02769]\]. The ratio of the change in SPR sensor output (e.g., angle of incidence, wavelength, amplitude) to the change in the measurand (e.g., RI, analyte concentration, and thickness) represents the sensitivity of the sensor. The smallest change in the RI that produces a detectable change in the SPR sensor output defines the sensor resolution. The accuracy defines the degree to which the sensor readout value corresponds to the actual value of the measurand. Sensor's precision also includes reproducibility, which shows whether entire measurements can be reproduced in its entirety. Additionally, the repeatability is a way to measure the sensor precision. It shows the sensor ability to reproduce the same response under the same conditions over many repetitions. The LOD means the lowest concentration of analyte that can be detected by the sensor.

The shape of the SPR response curve affects the two important performance parameters, sensitivity and signal-to-noise ratio (SNR). Sharp SPR-dip is desirable because the narrower the width, the higher the detection accuracy and the deeper the curve, the higher the sensitivity. The sensor design parameters such as light polarization modes, light coupling techniques, types of metals influence the width and depth of the SPR dip. In prism-based SPR sensor, the physical structure of prism used (triangular, conical, hemispherical, and half cylindrical) and its RI affects the SPR curve \[[@B20-molecules-25-02769]\]. Among the parameters that play a prominent role in the development of a highly sensitive SPR sensor, the thickness of the metallic thin films must be mentioned \[[@B21-molecules-25-02769]\]. Until now, the ideal thickness of prepared layers to generate maximum SPR is within the range of 40 nm to 60 nm \[[@B22-molecules-25-02769],[@B23-molecules-25-02769]\]. Additionally, the used wavelengths for excitation strongly affect the resonance curve width. Narrowing the reflectance curve necessarily increases the SPR propagation length \[[@B24-molecules-25-02769],[@B25-molecules-25-02769]\]. Using the excitation wavelength in the IR region results in an increase in the penetration depth with the consequence that the reflectance minimum will become more sensitive to dielectric changes relatively far from the metal/dielectric interface; thus, the SPR signal gets weaker and the surface-sensitive character of SPR becomes less prominent. The usage of red laser, λ = 633 nm significantly enhances the maximum excitation of SPs and leads to strong SPR signal, while the excitation wavelength in UV region generates a very weak SPR signal \[[@B26-molecules-25-02769]\].

5. The Importance of SPR Biosensors in the Medical Diagnosis {#sec5-molecules-25-02769}
============================================================

Many years ago, SPR technology firstly emerged and then many scientists in various fields include chemistry, biology, physics, and medicine have joined to use this promising technology. Recently, SPR biosensors have fascinated impressive attention as medical diagnostic tools due to many reasons. It is easy to prepare them with low cost and without labeling. These sensors provide high specificity and sensitivity, and are capable to detect clinically relevant analyte in real-time. SPR as a simple and direct sensing approach has been used to detect different clinical entities. SPR sensor was used to diagnostic human hepatitis B virus antibodies \[[@B27-molecules-25-02769],[@B28-molecules-25-02769]\]. Additionally, SPR sensor platforms were developed for total prostate-specific antigen detection \[[@B29-molecules-25-02769],[@B30-molecules-25-02769]\]. The extraordinary properties of graphene were exploited to construct SPR sensor to detect folic acid protein \[[@B31-molecules-25-02769]\]. Magnetic nanoparticles with core-shell structure added amplification technique to the SPR sensor to detect α-fetoprotein \[[@B32-molecules-25-02769]\]. The combination of SPR sensor with advantages of molecular imprinting-based synthetic receptors was reported in the detection of cardiac biomarkers used to diagnose acute myocardial infarction such as myoglobin, creatine kinase-myocardial band, and cardiac troponins \[[@B33-molecules-25-02769]\]. SPR chips were modified using lysozyme imprinted polymeric nanoparticles to detect the changes in lysozyme levels, which work as indicators for some diseases including leukemia, meningitis, several kidney problems, and rheumatoid arthritis \[[@B34-molecules-25-02769]\]. It was demonstrated that SPR sensor has the ability to detect pregnancy associated plasma protein A2, which is a metalloproteinase that plays multiple roles in fetal development and postnatal growth \[[@B35-molecules-25-02769]\]. Several studies were reported on using SPR sensor as a new strategy to detect influenza nucleoprotein \[[@B36-molecules-25-02769]\], avian influenza A H7N9 virus \[[@B37-molecules-25-02769]\], maize chlorotic mottle virus \[[@B38-molecules-25-02769]\], herpes simplex virus (HSV) \[[@B39-molecules-25-02769]\], cancer cell line (HeLa cells) with biomarker Rhodamine 6G related to cancer tumors \[[@B40-molecules-25-02769]\], nonstructural protein 1 of Zika virus \[[@B41-molecules-25-02769]\], non-human pathogen feline calicivirus (FCV) \[[@B42-molecules-25-02769]\], and dengue virus (DENV) \[[@B43-molecules-25-02769],[@B44-molecules-25-02769],[@B45-molecules-25-02769],[@B46-molecules-25-02769]\].

SPR technology proved its efficiency again in clinical field as a diagnostic tool of the endocrine diseases. Using the SPR sensor, hormone levels can be directly monitored and measured. By immobilization of the molecularly imprinted nanoparticles onto the SPR chip it was easy to detect iron regulating hormone Hepcidin-25 \[[@B47-molecules-25-02769]\]. Other modified SPR sensors were employed to detect testosterone \[[@B48-molecules-25-02769],[@B49-molecules-25-02769]\], gonadotropic hormones and luteinizing hormone \[[@B50-molecules-25-02769]\], pituitary hormones such as human thyroid-stimulating, growth, follicle-stimulating \[[@B51-molecules-25-02769]\], and insulin \[[@B52-molecules-25-02769]\]. There are other reviews and articles that focus on the importance and the application of SPR biosensors for the diagnosis of medically important entities such as viruses, neurotransmitters, proteins, hormones, nucleic acids, cells, drugs, and disease biomarkers \[[@B53-molecules-25-02769],[@B54-molecules-25-02769],[@B55-molecules-25-02769],[@B56-molecules-25-02769],[@B57-molecules-25-02769]\].

6. DA and Its Critical Role in the Human Body {#sec6-molecules-25-02769}
=============================================

In mammalian central nervous systems, during the synaptic transmission process neurons secrete endogenous chemical messengers that are called neurotransmitters (NTs). NTs transmit signals across synapses from one neuron cell to a target neuron cell as shown in [Figure 5](#molecules-25-02769-f005){ref-type="fig"} or to muscle cells, gland cells and other non-neuronal body cells. Thus, NTs relay information throughout the brain and the whole-body. DA is one of the most crucially important NTs, it plays a vital role in the neural functions like information flow and attention span, consciousness, learning, motions, emotions and memory formation. In addition to its critical roles related to renal, hormonal and cardiovascular systems \[[@B58-molecules-25-02769],[@B59-molecules-25-02769],[@B60-molecules-25-02769],[@B61-molecules-25-02769]\].

Abnormal concentrations of DA in different biological fluids are associated with various diseases. Cardiotoxicity and subsequent rapid heart rate, hypertension, and heart failure can be an indicator of the high levels of DA \[[@B62-molecules-25-02769]\]. While deficiency or practically complete depletion of DA may result in various neurodegenerative diseases such as Parkinson's disease (PD) \[[@B63-molecules-25-02769],[@B64-molecules-25-02769]\], Alzheimer's disease \[[@B65-molecules-25-02769],[@B66-molecules-25-02769]\], schizophrenia \[[@B67-molecules-25-02769],[@B68-molecules-25-02769],[@B69-molecules-25-02769],[@B70-molecules-25-02769],[@B71-molecules-25-02769],[@B72-molecules-25-02769],[@B73-molecules-25-02769],[@B74-molecules-25-02769],[@B75-molecules-25-02769]\], and depression \[[@B76-molecules-25-02769]\]. Therefore, the fabrication and development of highly sensitive and selective sensors for quantitative determination of DA in vivo and in vitro is extremely necessary in the clinical diagnosis, it can make great contribution monitoring the effectiveness of the treatment, prevention of diseases \[[@B77-molecules-25-02769]\]. The monitoring of DA levels can be done in different biological samples including saliva, urine, plasma, serum, platelets, and cerebral spinal fluid \[[@B78-molecules-25-02769],[@B79-molecules-25-02769]\]. DA physiological levels in humans vary in these biofluids. According to the Human Metabolome Database, DA concentration is less than 130 pM in blood, while its levels in human urine and cerebrospinal fluid are approximately 5 nM \[[@B80-molecules-25-02769]\]. To date, the development of analytical methods to measure the concentration of DA directly continues to grow. A variety of these methods demonstrated its capability to detect low levels of DA including high performance liquid chromatography (HPLC) \[[@B81-molecules-25-02769],[@B82-molecules-25-02769],[@B83-molecules-25-02769]\], capillary electrophoresis \[[@B84-molecules-25-02769],[@B85-molecules-25-02769],[@B86-molecules-25-02769],[@B87-molecules-25-02769]\], Fourier transform infrared (FTIR) spectroscopy \[[@B88-molecules-25-02769]\], flow injection \[[@B89-molecules-25-02769]\], enzymatic methods \[[@B90-molecules-25-02769]\], electrochemical (EC) methods \[[@B91-molecules-25-02769],[@B92-molecules-25-02769],[@B93-molecules-25-02769]\], mass spectroscopy \[[@B94-molecules-25-02769],[@B95-molecules-25-02769],[@B96-molecules-25-02769]\], and various types of optical methods such as colorimetry and spectrophotometry \[[@B97-molecules-25-02769]\], fluorescence \[[@B98-molecules-25-02769],[@B99-molecules-25-02769],[@B100-molecules-25-02769],[@B101-molecules-25-02769]\], electrochemiluminescence (ECL) \[[@B102-molecules-25-02769]\], surface-enhanced Raman spectroscopy (SERS) \[[@B103-molecules-25-02769],[@B104-molecules-25-02769],[@B105-molecules-25-02769],[@B106-molecules-25-02769],[@B107-molecules-25-02769],[@B108-molecules-25-02769]\], chemiluminescence (CL) \[[@B109-molecules-25-02769]\], photoelectrochemical (PEC), photoluminescence (PL), solid phase spectrophotometry (SPS), resonance Rayleigh scattering (RRS), and SPR spectroscopy \[[@B110-molecules-25-02769],[@B111-molecules-25-02769],[@B112-molecules-25-02769],[@B113-molecules-25-02769],[@B114-molecules-25-02769]\]. The interested reader in electrochemical and optical methods is referred to the review paper by Kamal Eddin and Fen (2020) \[[@B115-molecules-25-02769]\], and references cited therein.

7. DA Detection Using SPR Biosensors {#sec7-molecules-25-02769}
====================================

Direct detection using SPR biosensor has the most notable benefit, which is the determination of the kinetics of biomolecular interactions. To study biomolecular interactions using SPR, there is no need to understand the optical phenomena in all its details. It is enough to know that SPR based sensors use an optical method to measure the RI changes near a sensor surface (within 300 nm from the surface). The SPR based sensor does not need complex equipment. During the design of this sensor, the optical unit, the liquid-containing unit and the sensor surface are combined into one system. The main focus in the preceding sections in this review is on SPR physical basics. However, it is necessary also to focus on the sensor chip and its surface chemistry where the biomolecular interactions take place. The few nanometers thickness of the coating and its morphology affects the SPR sensor performance and the quality of the obtained data. The SPR optical sensor had been used to characterize biomolecular interactions qualitatively and quantitatively due to their unparalleled advantages. The unique properties of SPR sensor made it a versatile tool used in various applications such as health care and medical diagnostics \[[@B116-molecules-25-02769],[@B117-molecules-25-02769]\], food control \[[@B118-molecules-25-02769],[@B119-molecules-25-02769]\], environmental pollutant monitoring \[[@B120-molecules-25-02769],[@B121-molecules-25-02769],[@B122-molecules-25-02769],[@B123-molecules-25-02769],[@B124-molecules-25-02769],[@B125-molecules-25-02769],[@B126-molecules-25-02769]\], and others. However, their use to detect NTs is still growing and has attracted the attention of the scientific community.

SPR sensors detect the change in dielectric constants near noble metal film on the sensor chips. Therefore, the concern during the sensor design is on the surface modification and the immobilization of molecular recognition elements such as proteins, DNA, natural, and synthetic polymers to increase the selectivity to the detected analyte. The employment of molecularly imprinted polymer (MIP) with immobilized Au nanoparticles (NPs) (Au-MIP) to SPR sensors as a recognition element during DA sensing was reported by Matsui et al. (2005) \[[@B127-molecules-25-02769]\]. Sensor chip modification was conducted in two steps, firstly the Au substrate was modified with MIP without Au NPs to avoid immobilization of Au NPs in too close vicinity to the Au substrate, which in turn reduces the sensitivity, then it was modified with Au NPs-MIP. The MIP swelling by incorporating water in accordance with analyte binding changes the dielectric constant near the surface of Au substrate significantly. More importantly, the distance between the Au NPs within the polymer gel and Au film on the sensor chip surface would be increased because of this swelling, which enhances the degree of SPR angle shift strongly. The modified sensor chip showed an increasing SPR angle in response to DA concentration in the range (1 nM to 1 mM). Furthermore, the Au NPs effectively enhanced the signal intensity (the change of SPR angle) in comparison with a sensor chip without Au NPs. Temperature-dependent behaviors of the sensor chips was also investigated by measuring SPR angle at different temperature. Au-MIP exhibited swelling in response to the low temperature. The proposed sensor demonstrated its repeatability, this because the analyte binding process and the consequent swelling was reversible.

The sensitivity of the Au-MIP-based SPR sensor can be also emphasized by comparison with the colorimetric sensor using a spectrophotometer \[[@B128-molecules-25-02769]\], in which Au-MIP exhibited significant spectroscopic changes at 5 µM or higher concentrations.

The utilization of natural receptor to develop SPR biosensor was reported by Kumbhat et al. (2007) \[[@B129-molecules-25-02769]\]. They developed an SPR based affinity biosensor using a D~3~-DA receptor (DA-RC) as a recognition molecule for DA detection. During the immobilization of DA with bovine serum albumin (BSA) protein (DA--BSA) conjugate on the sensor chip by physical adsorption, the loss of activity of biomolecules was minimized. The DA--BSA conjugate flowed over the gold surface, the increase in the resonance angle was an indicator on the saturation of the immobilization onto the sensor surface. Different concentrations (5--400 µg/mL) of the conjugate were used in the immobilization. The SPR angle shift reached a plateau around 100 µg/mL of the DA--BSA conjugate. The principle of indirect competitive inhibition to detect DA was employed in this work. DA-RC was allowed to flow over the DA--BSA surface, the resonance angle increased due to the binding of the receptor to the DA haptens present on the sensor surface. After completion of the DA-RC flow, the flow was switched back to phosphate buffered saline (PBS) buffer and the resonance angle shift remained almost stable due to the strong affinity interaction between DA-RC and DA--BSA conjugate. The sensor sensograms were observed for the affinity reaction between immobilized DA--BSA conjugate and DA-RC in the absence of DA, and in the presence of different concentrations of DA. The shift in the resonance angle decreased by increasing in the concentration of free DA in solution, this was because the free DA inhibited the binding interaction of DA-RC with the DA--BSA conjugate. The sensor exhibited a linear detection range from 0.085 to 700 ng/mL with a lower LOD of 0.085 ng/mL. The results showed that there is no significant interference species such as ascorbic acid (AA), uric acid (UA), and other DA analogues viz., DOPAC and 3-(3,4 dihydroxyphenyl)-alanine (DOPA). The stability of the sensor surface was high during repeated regeneration and affinity reaction cycles. According to the simplicity and effectiveness of this biosensor, their study presented an encouraging scope to develop portable detection systems to measure DA in vitro and in vivo in clinical and medical diagnostics.

The adsorption capability of Ibuprofen and DA on pure gold layer and gold functionalized with [L]{.smallcaps}-cysteine ([L]{.smallcaps}-Cys) and [L]{.smallcaps}-glutathione ([L]{.smallcaps}-GSH) using SPR spectroscopy was investigated by Sebők et al. (2013) \[[@B112-molecules-25-02769]\]. From the description of DA adsorption by a two-stage isotherm it could be concluded that first layer of DA was irreversibly bound while the second layer was anchored by physical forces, so DA adsorption on the gold surface was only partially reversible. The amino groups available in DA enabled formation of a stronger chemical bond with the cysteine molecule comparing with ibuprofen. The bounded DA on the gold surface functionalized with glutathione showed perpendicular orientation to the gold surface, while glutathione orientation was the same as ibuprofen parallel to the surface. The initial energies of glutathione/ibuprofen interaction were lower comparing with the glutathione/DA system.

Among two-dimensional materials used to design high performance sensor platform, graphene has received profound interest due to its remarkable properties. In the work reported by Kamali et al. (2015), they developed the silver @ graphene oxide (Ag\@GO) nanocomposite-based SPR optical sensor to detect DA and other biomolecules such as AA and UA \[[@B130-molecules-25-02769]\]. The nanocomposite showed an SPR band at 402 nm due to the Ag NPs. The SPR intensity-based LOD of DA was 49 nM in the DA concentration linear range (100 nM to 1 µM), and 62 nM in the range (1--2 µM). While the SPR band position-based LOD of DA was 30 nM. The SPR absorbance peak changes toward UA and AA were not comparable with DA, which proved its excellent selectivity. The adsorption and sensing ability of the Ag\@GO nanocomposite mainly depended on the nature of the adsorption site and its interaction with the functional groups of the molecules. The results proved that DA had more affinity with Ag\@GO than UA and DA.

Next, Rithesh Raj et al. (2016) used green synthesized Ag NPs as sensing material to fabricate SPR based fiber optic sensor for DA measurement \[[@B131-molecules-25-02769]\]. SPR spectra showed decrease in SPR dip intensity. Additionally, a shift in resonance wavelength towards lower wavelength was observed by increasing the concentrations of DA, this probably occurred because of the interaction between DA and Ag clusters which led to formation of Ag NPs. Poly vinyl alcohol (PVA) coated fiber showed negligible shift in wavelength comparing to green Ag NPs coated fiber, which demonstrated the role of the green Ag NPs in the sensing enhancement. The sensor response time was 6 min and the corresponding maximum resonance wavelength shift was 12 nm. The LOD was 2 × 10^−7^ M enhanced the selectivity of the proposed sensor in the presence of other biological species.

The utilization of conjugated polymer layer consisted of P(NIPAAm-st-MAAmBO) and glycopolymer (poly (2-lactobionamidoethyl methacrylamide)(PLAEMA) to functionalize the SPR sensing platform for DA detection was reported by Jiang et al. (2017) \[[@B132-molecules-25-02769]\]. The SPR sensing mechanism was based on DA induced swelling of the conjugated polymer layer thickness, which increased the local IR and the reflection angle. This reversible swelling allows regeneration of the sensor. The increase in the reflection angle was measured as the sensogram change for quantitative analysis. By changing DA concentration in the range 1--10 nM, the sensogram exhibited a linear relation with DA concentration with a LOD of 1 nM. Increasing DA concentration led to an increase in the rate of adsorption because the multiple binding sites become more available on the P(NIPAAm~149~-st-MAAmBO~19~) chain. This in turn reduces the time of detection. By injection higher concentrations of DA, the binding sites were saturated then the resolution of the conjugated polymer functionalized sensor decreased. The proposed sensor had a broad dynamic range of 10^−9^ to 10^−4^ M.

The selectivity of the sensor was tested by comparing sensogram variation caused by different injections with 5 nM DA, glucose, AA and UA samples using SPR sensors functionalized with conjugated P(NIPAAm~149~-st-MAAmBO~19~) and P(LAEMA~21~); P(NIPAAm~149~-st-MAAmBO~19~) only. The conjugated polymer functionalized sensor was selective to DA only. Additionally, the developed sensor was able to recognizing DA with coexisting saccharides. Polymer functionalized sensor provided much improved stability for at least 2 weeks in comparison with methods using specific DA receptors \[[@B133-molecules-25-02769]\].

In the same year Abd Manaf et al. (2017) presented novel SPR sensor to detect DA down to 50 pM with high sensitivity of 36 nm/nM \[[@B134-molecules-25-02769]\]. They developed a four-layer coating structure including SU8 waveguide, platinum, platinum NPs, and plastic for highly sensitive and selective measurements. Using Pt NPs, the effective surface area efficiently increased and the interaction between coating and waveguide channel increased in comparison with the metal coating without modification. The proposed sensor was designed for operation at high wavelength ranging between 1450 and 1600 nm to get high compatibility with normal optic fibers and achieve low power loss. The partial absorption of the input signal occurred through DA and Pt, and a power loss was noted at the output depending on the refractive indices of Pt and DA. Depending on the properties of the material used, in a certain wavelength, the absorption was at maximum (SPR dip). The RI of the DA solution was measured in order to identify the optimal thickness of the Pt layer using a prism coupler at 1550 nm wavelength. At a thickness below 50 nm of the Pt layer, too low sensitivity was obtained. While no significant improvement was observed when the thickness was more than 50 nm. Therefore, the suitable Pt layer was with a thickness of 50 nm. With changing DA concentration from 1 to 10 nM. When DA concentration decreases, SPR spectra shows shift in the resonance wavelength occurs toward a shorter wavelength. The dip was observed in the range 1500 and 1530 nm of wavelength. The sensor selectivity was high in the presence of glucose, lysine, and AA. The power loss was not significant at long wavelength, which qualifies this sensor to be used in high-precision application.

Recently, Cao and McDermott (2018) reported an ultrasensitive and selective method for DA detection. They incorporate DA DNA aptamer (DAAPT) conjugated AuNP that enhanced the inhibition assay using SPR imaging to detect and quantitate DA down to 200 fM. To the best of our knowledge, this is the lowest LOD achieved for SPR sensing of DA until now \[[@B80-molecules-25-02769]\]. All the spectra have a good shape with the LSPR peaks located around 520 nm. The successful conjugation of DAAPT to AuNP surface was confirmed by observed the red shifts of the LSPR peaks. By mixing the 10 nm DAAPT-AuNP conjugate solution with DA solution at specific concentration, the binding between DA molecules and DAAPT-AuNP conjugates occurred, which in turns decreased the effective concentration of DAAPT-AuNP conjugate that can bind to the complementary DNA (cDNA) probe immobilized on a gold chip. With increasing DA concentrations, all the DAAPTs on the AuNP conjugate surface had the chance to bind to their DA targets so the conjugate probe is in its "OFF" state. In this case, the DNA aptamer was blocked and could not bind to cDNA on the chip surface, thus no signal response was observed. On the contrary, in the absence of DA, the binding between DAAPT on AuNP surface and DA did not happen, then the conjugate probe was in its "ON" state. Additionally, the binding of the conjugate to the cDNA probe was detected strongly. As a result, a big signal response was generated. In this study, the target DA molecule was acting as a switch to turn "OFF" and "ON" the DAAPT-AuNP conjugate during the whole process. The proposed assay showed good sensitivity, reproducibility, and its specificity to DA was high. Using this nanoparticle enhanced SPR aptasensor has the potential to detect small molecules, proteins, and other analytes, as long as the target has a corresponding aptamer.

Additionally, in 2018, Sharma used molecular imprinted graphene nanoplatelets (GNP)/tin oxide (SnO~2~) nanocomposite to fabricate a fiber optic SPR-based DA sensor with high selectivity. The LOD of this sensor was lower than the LOD values of other DA sensors, it was 0.031 µM \[[@B135-molecules-25-02769]\]. The dipping time of sensing element over the silver coated probe greater than 20 min produces sensing layer with a large thickness, which perturbs the intensity of the electric field at the interface and decreases the shift. By increasing DA concentration, the blue shift with a decrease in the depth of the SPR spectra was recorded. The change in the real and imaginary parts of the RI of the sensing layer occurred as a result of the binding of DA molecules with active sites in the sensing layer. The decrease in the real part of the effective RI led to that observed blue shift.

Recently, Sun et al. (2019) proposed an Au film/graphene D-shaped plastic optical fiber (D-POF) functionalized with DA binding aptamer (DBA) to detect DA sensitively and selectively in the presence of three different interferences. They demonstrated that graphene enhanced the sensitivity and played a role in amplification of the SPR signal by introducing DBA. They demonstrated the potential of this sensor to detect DA-induced disorders \[[@B136-molecules-25-02769]\]. Graphene improved the sensor sensitivity and amplified the SPR signal. As RI changed from 1.3330 to 1.3612, the resonant wavelength of the proposed sensor had a red shift of 43.4 nm, which was larger than that of the sensor covered only by Au film 34.9 nm. Adding graphene increased the sensor sensitivity from 1238 to 1539 nm/RIU. The SPR dips decreased as the RI increased due to the higher loss of energy and the increasing in the penetration depth of evanescent field.

In the same year, Yuan et al. used DA to modify a gold sensing surface and produce self-assembled monolayers for secondary surface mediated reactions under different environmental conditions including pH, different buffers, varying DA concentrations in buffer solutions as well as the immobilization time of DA \[[@B137-molecules-25-02769]\]. The favorable environmental conditions for DA immobilization onto gold surface were only alkaline (pH 7.6) and mildly alkaline media (pH 8.6 or 9.5) for 1 h. The immobilization for 2 h appeared to occur only in pH 7.6 or pH 8.6, and the SPR phenomenon did not exist at pH 9.5. This is because the thickness of the immobilized DA was over a critical reflectivity value. Using 2 mg/mL DA in pH 8.6 Tris buffer resulted in the optimum reactive on the gold chip. The critical DA immobilization time for SPR disappearance under the previous favorable conditions was estimated to be 277 min. These results provide valuable information for using DA for surface modification in the future studies. The recent works that used SPR phenomenon in DA measurements are summarized and discussed in [Table 1](#molecules-25-02769-t001){ref-type="table"}.

8. The Advantages of DA Detection Using SPR Sensors {#sec8-molecules-25-02769}
===================================================

To evaluate the performance of any sensor, it is necessary to focus on some parameters that reveal its validity and efficiency. Among the most important of these parameters are the sensitivity and LOD, which must be sufficient enough for the low concentrations of the target. Additionally, the selectivity is very important to distinguish the target in the real sample where different interfering species exist. Reproducibility and overall reliability are also required. The detection limits of most sensors developed to detect DA were in the micromolar level. However, these sensors are not suitable for clinical diagnostics, which requires a nanomolar level of detection. Over the years, practical and economical SPR sensors have proven their efficiency in several fields as previously mentioned due to their overwhelming advantages. By employing SPR sensors, the reported LODs for DA are typically in the pM range or higher (nM). Recently, the LOD value in the range fM was obtained using this sensor. [Table 2](#molecules-25-02769-t002){ref-type="table"} shows a comparison between the lowest detection limit of different DA sensors. Obviously, the lowest LODs were in fM range obtained using EC, SERS, and SPR sensors. Despite the promising LODs obtained using EC and SERS sensors, they still have several disadvantages.

An EC sensor offers real-time detection with simplicity and excellent sensitivity, fast response time, wide linear concentration range, cost effectiveness, and an ability to be miniaturized. However, it suffers from limited selectivity in the presence of other biological analytes, large noise and background signal. In addition to the fouling of the sensor surface and its degradation over time. Although the sensitivity and selectivity of the SERS-based DA sensors are higher in comparison to other detection methods. However, there is an obstacle to the availability of these sensors, they require expensive equipment for analysis. An SPR sensor has several important advantages such as direct label free detection of diverse molecule sets including small molecules, real-time measurements, high reliability, very high sensitivity with low detection limit, long-term stability, cost-effectiveness, easy sample preparation, small consumption of sample and reagent, reproducibility, regeneration of sensor chips, and specificity to the binding event. On the other hand, the disadvantages of this sensor are non-specific binding to surfaces needs to be controlled, which requires a meticulous experimental design, mass transport limitations when the analyte transfer to the ligand is limited, the immobilization effects, and the ligand can change its orientation after immobilization on the sensor chip and prevents binding with the analyte \[[@B151-molecules-25-02769]\]. The combination of SERS with SPR has the potential to massively increase the local electromagnetic field intensity of nanoparticles to a level far exceeding the single-molecule SERS detection limit but this still lacks versatility \[[@B152-molecules-25-02769]\]. However, in the context of a point-of-care testing (POCT) configuration, the bulky nature of the SPR apparatus hinders its field applications. So, the efforts are mainly made on the miniaturization of SPR devices.

9. Conclusions {#sec9-molecules-25-02769}
==============

In recent decades, the development of biosensors to identify and measure low concentrations of different NTs with high selectivity, sensitivity, low-cost, and rapid response attracted considerable attention due to the crucial role that neurotransmitters play in clinical diagnostics and curing mental disorders such as schizophrenia, Parkinson's disease, and Alzheimer's disease. SPR has emerged as a very suitable technology for clinical analytes detection. It is based on IR variations due to the mass change at the sensor chip. The SPR sensing platform has many features. It is easy to prepare it, the basic optics that it needs can be miniaturized to a suitable size in diagnosis, the direct quantification of the specific bindings occurs with high specificity and sensitivity. This low-cost technology is not based on labeling of the target molecules and does not alter its binding affinity and kinetics properties. Rapid and reliable detection of various medically important entities using SPR spectroscopy has been done over the last years. The reported works on DA sensing using this promising method is still limited despite the impressive results obtained. This is a strong motivation for researchers to develop these sensors by modification SPR chips using nanomaterials. Ongoing research employing the unique capabilities of carbon-based nanomaterials as well as the advantages of polymers and incorporating them with SPR technology for ultra-sensitive and selective detection of DA may introduce exciting progress in neuroscience. The high potential of SPR sensors and the continuous efforts to develop them and overcome their limitations qualify them to have a prominent presence in future developments in lab-on-a-chip technologies including point-of-care devices.
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![Experimental set-up of surface plasmons (SPs) excitation.](molecules-25-02769-g001){#molecules-25-02769-f001}

![(**a**) A dip in the intensity of the reflected light after SPs excitation and (**b**) an angular shift from a to b due to a refractive index (RI) change on the Au film.](molecules-25-02769-g002){#molecules-25-02769-f002}
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![Surface plasmon resonance (SPR) sensogram.](molecules-25-02769-g004){#molecules-25-02769-f004}
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molecules-25-02769-t001_Table 1

###### 

SPR sensors for dopamine (DA) detection.

  ------------------------------------------------------------------------------------------------------------------------------------
  Material                                                     LOD           Detection Range          References
  ------------------------------------------------------------ ------------- ------------------------ --------------------------------
  MIP-Au electrode                                             1 pM          \-                       \[[@B110-molecules-25-02769]\]

  DA-RC                                                        0.085 ng/mL   0.085 ng/mL--700 ng/mL   \[[@B129-molecules-25-02769]\]

  DA antibodies/Au NPs/ITO                                     1 nM          0.001--100 µM            \[[@B113-molecules-25-02769]\]

  Ag\@GO                                                       30 nM         100 nM--2 µM             \[[@B130-molecules-25-02769]\]

  Ag NPs                                                       0.2 µM        0.2--30 µM               \[[@B131-molecules-25-02769]\]

  Conjugated polymer P(NIPAAm149-st-MAAmBO19) and P(LAEMA21)   1 nM          1 nM--0.1 mM             \[[@B132-molecules-25-02769]\]

  Pt                                                           50 pM         0.1 nM--32 µM            \[[@B134-molecules-25-02769]\]

  DAAPT-AuNPs                                                  200 fM        100 µM--2 mM\            \[[@B80-molecules-25-02769]\]
                                                                             200 fM--20 nM            

  Molecular Imprinted GNP/SnO~2~ Nanocomposite                 31 nM         0--100 µM                \[[@B135-molecules-25-02769]\]

  Au/graphene/DBA D-POF                                        \-            0.1 nM--1 µM             \[[@B136-molecules-25-02769]\]
  ------------------------------------------------------------------------------------------------------------------------------------

molecules-25-02769-t002_Table 2

###### 

Comparison of the detection limits of various DA sensors.

  Method              Lowest Detection Limit   References
  ------------------- ------------------------ --------------------------------
  EC                  78 fM                    \[[@B138-molecules-25-02769]\]
  CL                  0.19 nM                  \[[@B139-molecules-25-02769]\]
  ECL                 0.31 pM                  \[[@B140-molecules-25-02769]\]
  Fluorescence        0.1 pM                   \[[@B141-molecules-25-02769]\]
  Spectrophotometry   0.4 nM                   \[[@B142-molecules-25-02769]\]
  Colorimetry         0.16 nM                  \[[@B143-molecules-25-02769]\]
  SERS                0.006 pM                 \[[@B144-molecules-25-02769]\]
  RRS                 0.392 ng/mL              \[[@B145-molecules-25-02769]\]
  PRRS                0.1 pM                   \[[@B146-molecules-25-02769]\]
  SPS                 1.7 µM                   \[[@B147-molecules-25-02769]\]
  PL                  10 nM                    \[[@B148-molecules-25-02769]\]
  Absorption          1.2 nM                   \[[@B149-molecules-25-02769]\]
  PEC                 2.3 pM                   \[[@B150-molecules-25-02769]\]
  SPR                 200 fM                   \[[@B80-molecules-25-02769]\]

E---Electrochemical; CL---Chemiluminescence; ECL---Electrochemiluminescence; SERS---Surface-enhanced Raman spectroscopy; RRS---Resonance Rayleigh scattering; PRRS---Plasmonic resonance Rayleigh scattering; SPS---Solid phase spectrophotometry; PL---Photoluminescence; PEC---Photoelectrochemical; SPR---Surface plasmon resonance.
